
DR. ~~R~~~~~~~: CouXd you identify 

~~rs@lf? 

BARKER: Kerry Barker, statistics, 

So this is just a smooth scatter lot 

so thereFs no real. yodeling. This is just a way of 

looking at a scatter lot that's s~~~t~. e 

e left an the ri t are fairly 

small. e actually ave done a ogistic regress~u~ 

cm the O-1, an e is basically zero. e're 

not statistically different fro zero. 

paint on this one is t erfor~a~~e status 2 i 

that shape of t at curve is obviously 

rando It93 not -- we on't elieve thatIs 

at the age effect is for rmance status 2. 

It‘ basicall t random scatter. The key there 

is that t e O-1. is lower .tha 

i no age effect after you a erfor~a~~e 

status. 

R. 

* N: e spea 

woul. e 

patients th 

65 to 75. ha attests= 

e way, it' aZso true for t e zeta-analysis 

ent is that in meta-anal ou ha 

CELLAR RETORTING ~~~~~Y~ I 
735 8th Street, 5-E. 

~~~~~~t~~, D.C. 2~~~~-28~2 
(202) 546-6666 
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exactly 23 patients above the age of 8 So we are 

eaking of very young elderly patients and if 

there is any geriatrician in this room they are 

~~o~a~~y laughing at us because they define aged as 

8 plus. ut I‘m so ewhere in between. So I think 

we need to at in mind when we make any 

er patients is that the 

data e study are Iimited especially 

i the absence of etaile data o 

that. ram Mayo Clinic. I 

the seco author on t e Sargent stu e at 

!GCCT have looke at age an redietion of enefit 

and toxicity i e adjuvant setting. 

R ‘V looke at it i isease settin 

and ered in -~~~~e~covo~i~ stu 

Dr. a session at last year 

ound in t 

atient with adva isease 

e 3- toxicity 

atentia ~~1eucQvQri ased 

nclt 

erscm is, ost i re 

3 a an advocate for t raying 

as one ho is raying insert, I woul. 

D.C. 2~UU~-Z8~2 
(202) 546-6666 
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at I think we ought to allow physicians an 

patients to make c aices based on performance score 

as much data as can be brought to bear to the 

situation and not say that arbitrarily you‘re not a 

candidate for Saltz if you‘re 75 or you‘re not a 

idate for altz i 3 or 91 or 

atever. So 

somethin ckage i~se~tf 

patients who vanced age may have greater 

ities can predict for 

greater to icity as a caution but not as cut-off. 

R. I definitely agree 

that. 

YOU 

e al 

~erso~a~~y u orous criteria of s 

er than w ut I think t 

it" rea i hasize that s we 

tal about these a erfor~a~~e statu 

SO n they are licable to 

tients and virtually a3, 

9-e ain, wef re 

cooking at s ers on the e 

ecause we? all seeing w 

we efre al1 ~o~~e~~e 

~~LL~~ REPORTI G ~Q~F~~, INC. 
735 8th Street, S.E. 

~a~~~~~t~~, D.C. 2Q~~3-2~~2 
(202) 546-6666 



frail, el.derly patients aren‘t going to tolerate 

~he~~the~a y as well as the unfit ones, gain, we 

have to be careful about how to codify that and I 

would emphasize and reinforce what Dr. Goldberg 

sai that we have to rely on clinical j~dge~e~t. 

!ife have to -- we c.zarr al% e cautionary to each 

3ther, ately it/s the cliinician loo g at the 

patient that's goin to have to make decisions. 

R. ~~R~~~~~~ We have time for two ore 

xrief questions. r. eorge? 

. ine rief ecause I 

yet in line -- now I'm a Little late sayin what 

rI"m to do wit the 1 thin 

4e're over-~~ter~ret~~ ings here es it 

cespect to t oints of the earl ortality. 

so the -- nd the 

11. so that thin 

large bud 

in them i e confusin 

and certai ooki at some of these thin 

onsor sai ere not reasona le to Jo0 

St * So 1 think ve to 

vit respect to just 

R. E: Dr. Tay 

Dr. BaXducci it on 

~~~~E~ ~~~~~T~~G 
735 8th Street, S.E. 

~a~~~~gt~~, D.C. 2~~~~-2802 
(2021 546-6666 
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ing that we really havenft talked about 

e distance issue. I'm not sur I: expect 

you to have t is dhta but li think that one of t 

~~~~rtant things is uw far away the atient is 

from the treating physician because the treatin 

hysi~~a~ most frequently is familiar with the 

toxicities an they're the one or their urse is 

e one that"s c ea itfs much 

mm Likely to e taken serious1 as opposed to the 

out into small town, at 

least in my state an as a rimary care ysician 

that weWe trie to train about t e toxicities of 

the rug whose nurse as the flu 

3 may turns as seriously. 0 

1 thin altz 

nas s Wit e tox~~~t~~s is in artant in 

use toxicities. ou have any 

ation abo ~stant from the treati 

Itps a fascinating conce 

tely, I must say on't. I mean again S 

portive care 

3n ~catio~ of ry treati 

sicians a respect of inf 

in this ~irc~~sta~~@ 
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a coverage can be instituted early, s well as the 

ases or the ~e~~~~e~dat~~~ for fl~oroq~ino~o~es 

so the patient has a rescription avail-able and can 

start to take that if they‘re running into trouble 

wit protracted diarrhea and not wait. That was 

the 0Li.c at had bee instituted in tudy v303. 

It was not c There was some 

f~uoro~u~~~~~ne use in Study 0038 but it was 

primaril for ~~o~hy~acti~s and neutropenic fever, 

not as a specific thera of ~~~p~i~ated iarrhea. 

at might be son that might help i 

an ou very uch. 

;\Jefll take a break right dew. 

LO:30. 

Recess. 

oing to 

zgresent for the A. e have e 

etter that eed to 

s. 5: There' 

3f lan. X‘ll ea two of th letters fr 

lit. I'm not oing to rea letter ram 

ecause .itJ been ret 

cavere nd I‘m not oing to read 

e letter wit le signature. his 

ILLER R~P~RT~~~ ~~~F~Y, INC. 
735 8th street, S.E. 

~a~~~~~~~~~ D.C. 2~~~3-28~2 
(202> 546-6666 
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letter is from Peter Gayton and it was written at 

e request of P 

II understand that there is a current 

review underway that ay modify or change the 

delivery mechanist of CP -11 used in the treat 

of cola cancer, m obviously not a medical 

~rofess~~na~' an am writing to ou because I 

aante to share my ex eriences with CPT-11. I wil 

Leave the determination o e effectiveness of 

is drug to the edicaf rofessiona Y rimary 

this matter is t at 1 would Xi 

insure that this and any other appropriate 

treatment be ad~in~st red in a way that allows 

ts to Live as boreal a life as possi 

he costs of t e administrate 

as low as possi 

I was d with rectal/colon cancer 

our years a iation and 

rior to a resection. treated 

with 5- even thou as no etectabl.e 

Y lY Y* The disease 

to my iver, and a year Zat 

liver resectia r later I agai 

liver resection or an identical. 

ese two cycles I was treate with PT-11 and 5- 

BELLED R~~~R~~N~ COMP , INC. 
735 8th Street, S-E. 

Washington, D.C. 2Q~~~-28~2 
C202) 546-6666 
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and the second time with CPT-11 and Xeloda, 

Both treatment rograms Lasted a 

and all of my treatments have been on an outpatient 

basis. 

is time 1 was for the most part 

le to maintain pretty al life, I 

gorked, layed, tinued to enjoy the thin 

in life I value. I did suffer the usual side 
r 

;ffects, such as iarrhea, nausea, hair and 

Loss ‘ etcetera. I es also i 

These side effects were not p 

3ay the least. enough said. But working with m 

3oetors and nurses, an knowing that each of my 

:ycles ha a begi~~i~ a middle, and an nd, and a 

short eriud to allow m body to recover, 1 

tolerate the treatment as we11 s could 

expected. 

The t our years ave 

icult and c rs o y life, an 

I can e of 

assistant eter oyton. 

the other one is fro 

research oundat~o~ of erica. e ricer 

Cesearc foundation of merica, founder of the 

IJational ~o~orecta~ Cancer Awareness Mont 

~I~~~R R~~~RT~N~ COM Y, INC. 
735 8th Street, S.E. 

Washington, T3.C. 2~~~~-28~2 
(2021 546-6666 
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been recently made aware of the current review of 

irinotecan and ~-~~/~e~covori~ whit elieve to 

be the standard of care in the first-line treat 

of advanced colorectal cancer. - e recognize that 

the Saltz bolus regimen is used in more than 95 

percent of patients who received this combination 

therapy. In fact, tients 

5 iav een treate wit e Saltz regimen in the 

d an estimated ercent of all advance 

33Torectal atie~ts received t is course of 

atme~t as first-line therapy. 

e are aware that the information from  two 

cooperative rou trials suggest the 

possibility 0 an increase i early ortalit 

use Q Saltz ~rinote~an an 

e note that in 

investigators from  

studies used ne 

ase on all eaths 

of any cause ocxurrin within 60 tart of 

od of deter~inin 

mortality rates as new, Jtacin ese resents in 

ith ast clinica rial t as 

ifficult, 

e ave been ~nforme at to ensure an 
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appropriate comparison of the mortafity rates, a 

rehensive review data from additional S- 

/~eu~ovori~, irinotecan registrational and . 

etitive studies was conducted. Et is our 

~~de~sta~di~g t at results showed that there were 

no statistically significant differences in 

mortality r tes between treatment arms of t 

deaths that occurred e first 60 days o 

treatment. 

We altz regimen of 

~r~note~a~ and /leucovorin ave a wel.f- 

~~~~rne~t safety ile and has demo strated no 

crease in the risk Q arly death. ith 

atient se ortive care1 

e regimen can afel at those advanced 

colorecta cancer, bile ma~~tain~~~ 

quality of li idering t e risk ratio of 

ris it, it shoul e retaine 

treatment 0 

tion 

creation an tion of t tional 

Colorectal ~a~~e~ Aware onth, 

it more than anizatio~ t the 

Cancer esearch oundation elieve tha ysicians 

and atients s have access to as many 



treatment options for management of their isease 

as is proven to be safe and effective. e urge 

that the Saltz regimen be maintained, so that 

colorectal cancer patients can continue to receive 

e survival enefit it offers. 

nd the ave a stateme 

3 iliar with the olus irinotecan, 

~~~leucovuri~ regimen, -L and believe it has 

zlemonstrate enefit nd as 

3uckr shoul reatment 0 

Ear suita irst-3iine atients with ~e~as~a~~~ 

zolarecta cancer. 

Signed ~oa~iti~~ of ational. Cancer 

erative Groups, Colon Ca Iliance, 

~olorectal c cer associatia i~~~sot 

ational, Colorectal 

2ancer ear&h ~~~a~ce~ ~~teram~rica~ College of 

sicians an SOT-i u~~d~t~~~, 

impiety of Gast ~~~te~~~ogy es Associates an 

It ndation. 0th of 

se letter re in every ody"s folders ere, 

* an ax-en. Dr, 

Presentation 

GO0 mobbing, 
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Ladies and gentlemen. A disproportionate number of 

early deaths on the balus irinotecan arm or t 

Saltz regimen arms of twa cooperative group studies 

lead to a re-evahation of the safety of this 

imen that was ap roved in April, 2Q00. 

action was necessary ased on 

rehensive review of 

clinical data in a thorough 

trials; ysis of the clini~ak trials 

is fo and ~~format~o 

from ongoin studies t as reviewe y the 

onsor but was not su mitted to the FDA. 

is advisory committee 

neeting toda hilarity 

e we ~~it~~a~~y 

ervatio~s of ear 

trials in Xig of more extensive 

fiat 

studies and consi 

r oratory action. 1" like to irst Clarify the 

~~i~itio~s 0 ~~at~o~s of 

The Salt2 regimen i a ~orn~i~at~o~ of 

~~~~ote~a~ a -FU given as a bolus ~~~e~t~~~ 

~~~~ER R~~~R~~N~ COElP 
735 8th Street, S.E. 

~~~h~~g~~~, D.C. 2~~U3-28~2 
(202) 54~-~~~~ 
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ly for four weeks, with two weeks interval 

between cycles. This is me of t e two regimens 

approve in the nited States for first-line 

ent of advance coZorectal cancer. his 

regimen was use e patients who died ear 

erative grou trials and ill 

3f our iscussion, 7: wil e referring to t 

regimen during the rest of resentation as t 

solus IFL regi 

The ~o~i~~ar n is a co ination of 

irinoteca and -~~~~e~covori~ wit 5-FU 

xxntinuous infusio aYS very two weeks. 

rhis is also approved in e United States for t 

3am indication as the ohs IFL regimen. S ill 

3e referrin 

ion IF% re 

e Mayo Clinic an 

regimens ar 

oswell Park 

Ei-FU an 

to t 

ill e referred 

23 as the co~ti~~~~s infusion -FU regimen. 

anized a Y 

of early irk, 

erative grou trials. The results of that 

review an dat~o~s of the anel ere 
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ublished in the JCO in September of this year. 

The documents t at the panel reviewed were 

sent to Pharmacia and t e FT>A concurrently. 

there are three independent groups that 

reviewed t e records of the 29 patients who ied in 

the olus IFL arms of these studies, It was 

ortant to pZac e deaths from t 

broad trials in erspective with the early eaths 

overall safet ata from the randomized 

foxtrot trials t asis or the proval 

of amptosar in co bi~ation with. -F~~~e~c~v~~~~ 

fur the first-line treat ent of ~olore~tal 

carcinoma. Pharmacia an erf urme eat 

ysis inde 

t source of infor 

ar from o~goi~ studies and t ar~eti~ analysts 

ust 

submitted to the FDA 

elieve it is d 

i mittee's evaXu 

The ivid into the foil 

eat 

f early 

~3~3; an e re-analysts 

safety i and V303. 

~rLLER R~P~R~rN~ ~~~P~Y, INC. 
735 8th Street, S.E. 

~~s~~~gto~~ D-C. 2~~~~-28~2 
~2U2~ 546-6666 
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The hospital and outpatient records of 29 

patients treated with the ohs 1F.L regimen were 

reviewed. he median age of t e patients treated 

with the bolus IFL regimen was 69. ThereIs a 

slight preponderance of patients greater than 65 

There are more females and most of t 

a~n~fsky erforma~ce status 0 -1 

3.t asekine. 11 patients d a history of 

iovascxlar roblems t at were well-contr 

luring study an ese 12 patients ave 

prior histories of 'on or a ~omb~~atio~ of 

erte~sion, coronary artery isease, coronary 

utery bypass grafts, yocardial infarction or 

rombosis* 

There were our ote~tia~ rotocol 

irio ions at e e atient ha an unresolve 

trointestinal infecti n and one atient ha 

=>aseline three. 

OS atie earl 

30 estinal an 

infection s is findin oints out that 

bi~at~o~ of t e two s romes are 

erous a shod not 

eme~t of these to icities, e 

they occur in combination hould e aggressive, 

735 8th street, S.E. 
~~~~~~gt~~, D,C. 2~~U3-2~~2 

(202) 546-6666 
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~~~~~~~~a~~~g drugs for bath prophylaxis and 

~y~pt~~ ~~~age~e~t. Fatal. vascuhr events were 

also identified but a number of these patients aJs;o 

&xperienced sym tams of other syndromes. 

The interrelationships of these events 

might be evaluated etter with ~~~p~~t~ safety data 

fro these trials. e ~edi~~ time to gra 

event i the patients who experienced early 

i these trials was about tw weeks. The rapid 

mset of rof~~~d toxicity has ~~~~~te ~~~~e~tio~~ 

for lowering t e starting dose 20 percent, t 

is fram 125 to 10 

Za tosar an odifyi ~~i~trati~~ of 

anges cm eit 

or efficacy of the us IFL regimen can 

e a hatter 0 spe~~~~t~~~ no ~~pp~~tive 

cll,inical, ata. 

or I move onto the review of the 

icensin trials T WQU e to first e a aint 

0 e different 

The ~~al~~~ eaths in the 

r?QU trial, 

~e~~~t~ti~~ of ata ies focused 

on deaths t ays of 

tartin treatment. erforme durin 

~I~L~~ ~~P~~~~~~ COMP 
735 8th Street, S.E. 

W~sh~~~t~~, D.C. 2~~~~-2~~2 
f202) 546-6666 
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the DA review for Camptosar and the information 

le in the pro uct label are on deaths wit 

3 days of drug administration obtained from the 

entire data base. Describing deaths that occurred 

in the first 60 days of study limits t 

set to a relatively s all W iRd~w but gives a 

ective on the degree of acute toxicity 

associated wit 

is analysis is canvenient for interim 

s at safety i studies ut exposes 0 

ovation who were e~~~~~ed early in t 

t at deter ining the causality and 

relatedness of death the study drug was made by the 

panel who evaluate ese patients. 

~~wever I refers ot to est~~~~s~ s~~~ective 

retation of caus ecause of the ias- 

~~i~~ca~ triab3. 

s that occurred within 

rni~~st~ati~~ uses a more 

dudes all. tre ent 

Since total. R-urn 

overall tGxicit 

and atur dat , the 

~e~at~~~s~~~ ta such treatment i 

treatment in t e death and re 

~~LL~~ ~~P~~~~~~ COME' 
735 8th Street, S.E. 

W~sh~~~tQ~, a.c. 2~~~~-2~~2 
(202) 546-6666 
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otential bias inserted by allowing investigators 

~nsor to judge causality. This was the 

analysis presented in the licensing studies fur 

Camptosar. 

Dr. Chico cantinuin Deaths in patients 

tiith metastatic disease from the PuXTG cooperativ 

~~roup trial were ~~rn~ared to the eaths in the 

Licensing trials. 2% rates of deaths within 60 

days of starting treatment in the L regimen 

study QQ3~ and the co tiR~o~§ infus-j-~n "JFL 

imen arm af ere s.imiILar to the 

control ar The rate of death 

nTithin 60 days of starting therapy i the 

en arm of licensing trial 

served on t 

re en arms of t e ~CCT~ t 

he rate of eaths days of 

xxatment re in the Camptosar roduct la 

das nine ercent in t re en 23x-m of 

our ercent in t 

infusion IF 

rce~tages are 

deaths 

nt treatment deat s were aXso 

ashington, D.C. 20003-2802 
(202) 546-6666 
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disproportionately higher compared to the control 

bolus 5-FU Roswekl Park arm but as might be 

expected relatively lower compared to the licensing 

tria in patients wit metastatic disease. 

ft is important to place t e deaths from 

the cooperative grou trials in erspective with 

e deaths in t e randomized control trials that 

were the basis for ap rova.1 of Camptasar because 

large ra~d~rn~ze trials have complete sa 

2at ermit ~a~ysis of safety in the 

clantext of a mature data set. is permitted 

evaluation 0 atient characteristics that mig 

increase the risk of deat or severe toxicity. 

he safety ata base could also 

analyze to explore questions ase 

3f earl deaths in t 

In the safety refile the 

usianal, XF e reassess62 ht of the 

ings from the coo erative grou trials. 

Like the coop rative grou trial, 

edia ts was 69 the 

age af tients ho di in the rm 0 

re i 

of females a the ear2.y eaths in the 

erative grou rials ~rn~~a~c~ of 
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males in the licensing trial. he performance 

status of patients at study entry was usually z or 

better. y data on performance status is 

consistent but seems hard to believe that patients 

wit better baseline erformance status would do 

worse e characteristics t laced patients at 

for early eath wit the boJus IFL 

regimes cannot e clearly i entified using subset 

analyses of t lace within 
f 

e context of full tient opulation enrolled in 

the study. 

le with selecte characteristics 

2f atients enroLLed in the IFS arms of each of the 

zwo licensing studies is eing hewn to ~~~~strate 

zwo important oints. First, ere are di 

in the d~str~b~t~o~ of atients across stu 

ly in patients with ante status 0 

2, atient cites 0 pr~mar tumor, 

erapy and 

reasc3ns corn arisons across study populations should 

ed with caution. ly, 85 to 9 

atient 

a rfor to 1, offeri 

onderance of eaths 



dim 

1 

3 

122 

In patients enrolled in the bolus XFZ; arm 

of Study 0038 there are a 192 out of 225, or 

ercent, with baseline performance status of 0 to 

or 25 percent, with a baseline 

performance status of 2. The distribution of 

aseline performance status in the 5-F arm is 

e deaths withes 60 

3ays 0 startin treatment and the deaths within 3 

ays 0 last treatment distributed affording to 

Daseline performance tus ould show that 

patients ith orman~e status 2 ied at a 

ruportionate~ er rate compared to t 

patients wit baseline erformance status of t0 

L* 

In the case, e, of the 

ays of bonus I t out of 33, or. 24 

percent, tatu versus seven out 

3 erformance status of 

3 to 1, 

?erforma~~e tatu 

between the stud 

rta~t to un rstan the 

or talon G ~v~va~ benefit in 

ortant to ear in mind t 

t analyses. he m 
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progression and survival of patients with aseline 

ante status 2 are lower compared to those 

with baseline perf6rmanee status of 

the results are similar between treatment arms in 

each subgrou 

With these findings regarding the efficacy 

and safety of the IF regimens in patients with 

baseline erformance status of 2 compared to those 

vith performance status of to 1 

groposing t exclude treatment 0 ith 

3aseXine performance status of 3 0 4 only. e 

lJOU1 emphasize t atients wit performance 

status 2 experience significantly cc-eater toxicity 

@ it s~g~if~~a~tly owere ficacy compared to 

?atie~ts with eline ~erforma ce status of 0 to 

1, ~o~sideri~ the results of the analysis of 

early deat and reanalysis of licensing trials it 

seems a~~ro~riate t sk the stion of hether 

treatment wit 

patients with perfor ante status reater than or 

ual. to 2 or shod. it be ~~rnited only to atients 

iFci.th erforma~c an or equ 

After SpQnSQre presentation 

53hOUl there be a limiti~ age in other baseline 
f 

characteristics? 

735 8th Stree 
Washingfxm, D.G. 
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he median time to death in the ohs IFL 

imen arm of the cooperative group studies was 

similar to the median time to death in the bofus 

IFL arm of the licensing trial which is 28 ays. 

ination of GI and he atofogic syndromes was 

n most patients who died shortly after 

startin treatment but 

srou studies an This trend across 

studies supports t fur heightened awareness 

3 e risk associat e sirn~lta~eo~s 

3ccurrenc astroi~testi~al and 

e sponsor submitted to the agency in 

osal to change t e label actor 

ko most of t 

3x2 eighte~e portive c atient 

~~~ituri~ hey use starting 

rse of fluoro ntibiotics r 

Chat is ersistent for mar ours, f3VfZZ- 

iarrhea an solute ne 

~=ounts 0 ess than nd also pro 

?~a~tit~o~ers shoul iving GCSF 

2 or reater neutro . ssessme~t 

the first cycle o a CBC and 

tia2. count wit. hours prior to 

~~~L~R RE~~RT~~~ COALS, INC. 
735 8th 

~a~~~~~~~~, 
(202) 546-6666 
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treatment are measures being pro for closer 

patient rno~~tor~~g. 

The sponso'r is pro using a number of 

anges in the dose modifi~at~ons in the label. 

Currently, treatment may ~o~t~~~e in the face of 

grade 2 e sponsor is ~roposi~g to 

n01 treatment until resolution. 

liarrhea the osal is to old treatment until 

resolution to grade instead of grade 2 as 

~~rrentl ritten in t or all subse 

ereatments the atients would have to e free of 

ea for at least 24 hours. 

Whether these changes could appreciably 

affect the safety an efficac of the 

c " ou3.d be dis~~sse ut more im ortant to 

that these safety concerts fur t 

X3lU.s FL have le use 

ifications like t ea ted y the CCTG in 

eir trial. These changes inclu e reducin 

sssigne dose 20 percent an e 

no orating treat ent interrupti 

Ear rade toxicity, t eve1 dose reductions for 

grade 3 toxicity that are not resent in the 

Juidelines fo administering the olus IFL in t 

pmduct 1 e have concerns whet er this more 

~~~L~~ ~~~~~T~N~ COMP 
735 8th Street, S.E. 

~~~~i~~t~~, D,C. 2~~~3-28~2 
(202) 546-6666 
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aggressive dose modification would retain the 

modest me ian survival advantage of 2.2 mont 

the survival of the approved bolus SFL schedule, 

sue unstudied modifications have the 

otentia7. to adversely affect the therapeutic index: 

e bolus IFL regi en and has also led to 

question of whether t e bolus I 3J regimen should 

still be appro riately used as a control, arm in 

and future stu ies in first-line treatment 

3 col-orectal cancer, In the most recent eeti 

the I committees of the 

zooperative roups the ~ont~~~o~s infusion IFL 

regimen was favored as the most appropriate c 

3x3 ~o~tro tudies 

:rials, Ithoug both schedules are approve the 

I-ication 0 ractice 

3 atme~t in avoring another 

ade it necessary to valuate the 

tive safet rofiJes of t 

ne ens. 

NQ direct cum prisons exi the 

3olus an r.FL cros 

shouZ e roac it 

ifferences etween study latio~s. 

~everthe~ess~ ains the only ata availa 

, INC. 
735 8th street, S.E. 

Washi~~tQ~~ D.C. 2~~~3-2~02 
(202) 546-6666 
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e data in this table presented here were 

collected by the sponsor from the licensing trials. 

A majority of the patients required reductions in 

e Camptosar and 5-FU doses of Study 0038. 

There is a sharp drop of about 27 percent in the 

ortion of patients treated with ull doses of 

the bolus IFE regimes etween the second and t 

dee of the ffrst cycle. Only 47 percent of 

patients receive full-dose therapy 

re was a more radual, 

Secline in the pro ortion of patients treated at 

Eull uses in both treat t arms- ore than 

atients received EulL oses d~ri~g the 

3econ cycle. ch higher pro ortian of 

patients treate ose in this study 

Jonpare may indicate better atient 

the er 

rtilize in thi tudy. 

e overall inci ence of first-c 

il.11 cycle iarrhea an 

were 

R REPORTING CQMP 
735 8th Street, 

Washington, D. f.2 * 2Q 
~2~2~ 546-6666 
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in the first cycle and all cycles with olus IFL 

regimen ~~rn~a~ed to the continuous IFL regimen. 

Please note again that these are cross study 

~~rn~a~~s~~s and the difference is in the 

distr~b~ti~~ of baseline patient characteristics 

may a~~~~~t for t rceived differences. 

e survival advantage 

associated with the IFL regimens for whit 

~~~~~te~a~ was approve anent of finzt- 

Line treatment of etastatic colorectal cancer. 

associated wit nd 3.3 ~~~th~ medi 

survival advantage res ectiveXy. e would li 

zautian that ar itrary ~~a~~e~ in t QS~S and 

treatment sc ay alter the modest 

eit statistiealZy ~~fi~a~t survival advantage 

Erom the I 

This slide ies that were 

~~~~~d~d in the m~ta-alar 

cQ~ti~~~~s in Asian 5-FU ~~~~ishe 

January, L99 the JCO. The ose is to 

3hQ te~sive ex ~~ie~~~ in 

of contin sion of 5- * 

ast 25 years. atient experience 

u i~fUSi~~ SC ules usin 

MAIMER RETORTING ~~~~~Y, I 
735 8th street, S.E. 

~~~~~~~~O~, D.C. ~~~~~-~8~2 
(202E 546-6666 
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infusion pumps and end-line catheter lasted for 

multiply weeks in some cases. Although approve 

the United States the relative experience with the 

continuous ‘infusion IFL regimen.is Limited to 

compared to its widespread use in the European 

trials and clinicaS pr 

In his m~ta-analysis t e administratiu~ 

3 -FU by ~~~t~~u~~s infusion s 

~tatisti~a~~y significa t increase in survival, in 

i~f~si~~ 5-FU s~~ed~~~s* 

"rowever, the enefit was s all and t 

J0xlt.i ution of ~e~c~v~~i~ was ot considere 

zantrast the d~ff~re~~@ in response rates were 

nigh1 statistic lly si~~ifi~a~t an 

~~rnat~~~~~c toxicity seems t 

ional regi 

eaths days of 

ztartin alus IFL arm 

2f study 0038 ~~rnpa~~ e c~~ti~~~~s ~~f~s~~~ 

e incidence within 

studies a tre s are very imilar. The 

roval, of i~~~~te~a~ for irst-line tre t of 

orectal cancer was in part due to 

safety e after a dition of irinotee 

~~~respo~di~ ~le~~~v~ri~ ~0~trQ~ arms. The 

MILLER RE~~R~~~~ C~~~~~, T 
735 8th Street, S.E. 

~~~~~~~~O~, D.C. 20003-2802 
(202) 546-6666 
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ifferences in toxicity profile cross-study etween 

balus and infusi~~al SFL, however, raises the 

question of whether the schedule of the 

~~rresp~~di~~ 5-FU component may make a major 

c~~t~~~~t~o~ to the differences in toxicity. 

After the resentat~~~ of t e clinical 

c3ata 0 the IF ould like for t 

zammittee to consider an discuss t e following 

actions. If the committee believes that the 

ohs IFLr is safe and 

fi~a~~~~s ange in the label., t 

~tentia~ action c~ul e 0 action. owever I 

be minor c anges to the label as 

e sponsor w served to amend 

su~pQrt~ve care, or dose 

ification hether th 

the safety an efficacy refile the s IFL is a 

i~~uss~~~ osed i our ~stiQ~s to 

you. 

T third oten 1 

consider s ajor c e 

believe that thi CO.21 respective 

studies e done to e tablish t e effect on the 

afety and efficacy of t e retimed. The ccmcern of 

is action, howev T, would be that for 

ING CUM~~Y, INC. 
street, S.E. 

3-2802 
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patients in the community to be treated wit 

regimen that may e inferior to t e approved olus 

XFL regimen while the studies are ongoing. 

If there is a significant safety concern 

with the labeled regi en and a serious efficacy 

concern wit e major mo ifications of the 

regimen, another ility would e removal, of 

the ohs IFL re imen from t e product; label until 

resul of ective studies ecome avai 

The multi uous infusion IF or the ~oui~~ar 

imen would remain th roduct label, for first- 

Line treat etastatie col rectal cancer. 

I"han QU very march. 

Thank you, I 

3pen he floor for question fro e committee. I 

gant to re e ~~mmittee this is really sort of 

~~estio~s rather th iscussion. et53 wait to 

get into t e discussi til. after s 

uestions about rese~tatio~. Ye 

ram 8 ommittee 

a. le questions. First, 

hearin you correct ree 

with the corn any's pr~se~tatiQ~~ at a safe 

statements 
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DR. CHICO: Most of their points, yes. 

DR. ~~~~~~: Second, if Pm earing ycm 

COrreCtly, the FDA's take on this is that the 

roblem isn"t CPT-11 it"s ffuorouracil and how we 

DR. at could 

you loo at it, t could e one ossible 

lanation. 

: o are you asking US to 

or c -11 or for l~Or~~ra~~~? 

roval for CPT-11 is in 

inatian with ~-~~/~~~c~v~r~~. 

DR. READS: f X read correctly your 

data, lost if not all deaths i certai studies 

xxurred within the first ays? 

. 

0 have seen t 

even a ante status 0 as a ris 

Sa question is what ercentage of the atients 

wit tatu of 2 need a ose reduction? 

. CHICQ: re atients i 

study ~~3 Wit ~~~fur~a~c~ stat it's 

sets w 

ht have that data. 

ment that the 

~~~~~R R~~~RT~~6 ~U~P~Y~ I. 
735 stb street, S.E. 

~~~~~~~t~~~ D.C. 2~~~~-2~~2 
(202) 546-6666 
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most predictive factor for receiving a ower dose 

was performance status. That's for a need for QSfZ 

attenuation, PS 2. 

DR. I think it would be 

important to know if every single patient with a 

performance statu of 2 coul not achieve a full 

ilose for cycl 

DR, don't know that ata 

Bffhand. I just know that as a ris factor that 

n~as the ~r~~~ry ris factor far 

e first-cycle, 

DR. NE r. Lippman? 

DR. ~IPP~~~: 1"d Like to follow u again 

1x1. the erf~r~a~~e status 2 issue. voiding cross 

parisons it seems ike the cleanest study 

20 loo at that WOUL tudy. It ad a 

lower rate 0 prior tr~at~~~t 5- rad~~the~a~y 

~~~e~tag~ 0 erf~r~a~~~ 

3tat-u t 1 ased 0 

on the Licensin 

~rf~r~a~~~ status i term of death and in 

rvival in your view Q ookkng at t 

ta very carefu at al ects can you thin 

If any ~~~~~l~~~g reascm. to not look at the 

~erf~~~a~~ static 2 tients d~ff~~ent~y~ 

TING C~~~~Y, XNC. 
735 8th Street, S.E, 

~~S~~~~tU~, D.C. 2~~~~-2~~2 
CZOZ) ~4~-~~~6 
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We know it's a subset analysis Ut this is 

really a safety issue. They clearly did 

differently in terms of death and obviously had 

Gorse survival, So 1 think when we're talking 

about cut-offs and we spent the morning -- we spend 

e early period ta2 ing about PS as 

factor it seems as t ajar 

%i.fference at erformance statzxs 2, which if we're 

talking about modifying or suggesting to ~hysi~~a~s 

r-mw to use t rett obvious to e that 

ante status 2 is ifferent. Am I missin 

Is there ot ata in other nalyses 

f-ou'v done that would suggest t 

incfude or at least should ot have a ver stron 

ation in terms af the afety and enef it? 

. Actually t uestion 

atients shoul 

3e uite categorical or not 

n in these patients is a very 

like ore 

ight f ut again, t ata 

y"ou howe 

zhere i terms of our dissecti 11 the other, 
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didnlt present, is there any other ata we're 

missing that wou3.d suggest that the PS 2 patients 

might benefit from t 

DR. CHICO: That‘s the data from the 

licensing trials and fro the deaths in the 

cooperative grou trials which oint t 

patients ot fully enefiting as much as patients 

wit baseline of 0 to 2 as far as safety 

afficac 

follow u on that 

If you do look at the 

~rrn~~~~ status 2 patients, ey did poorl 

er or not they got irinotecan. hey 

oorly on leu~ovorin~ 5- alone as well. 

R. o question. An that gets 

at orgefs oint * I mean clear ivorce. 

NO if w 

for -~~~l~~~OVO~~ "t 

is regimen an ehave 

R. r * George? 

L : have a bastion t ill 

be I'm ure ard for ou t ut an 

at a11 in the treatment could 0tentiaU.y affect 

the outcome. o do you have any notion of what you 

~~~~ER REPURTIN6 GOM Y, INC.. 
735 8th street, S.E. 

~a~~~~gt~~~ D.C. 2~~~~-2~~2 
(202) ~4~-~~~6 
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elp us in our discussion about the difference 

between major and minor changes? 

DR. CHICO:' The minor changes we're 

referring to is what the sponsor has proposed. 

Basically, from the September 10th submission whit 

basically which is to treat through rade 2 

Diarrhea during the cycle ut then not retreat 

patients until t ey have 8 or grade I iarrhea on 

she next cycle. ajar than es are those whit 

?resente as changes that wer fecte by the 

KXXG in their mo ification of t eir trial here 

eyfre starting out with a lower ose of CPT-11 

?lus having more aggressive or d 

xiteria for atients here the ave two e 

redactions in patient ve grade 3 iarrhea 

2 where the 01 treatment or patients ith 

pedaled by o 

. G GE: y only GOrn 

ba those are two s ecific exam ajar an 

ninor ere are ot I just wondere 

if you had any ot er cQmrnent on that? 

CHICO: s far as 

~~ppo~t~v~ care a closer ~at~~~t monitored 

at you"re referring to? 

t. In our iscussion, 

735 843-i street, S.E. 
~as~i~gtQ~~ I3.C. 200~3-2~~2 

(202) 546-6666 
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we'll come up with this later, we'l.1 be talking 

about it but I guess there are other hings other 

than what the sponsor proposed and what NCCTG did. 

DR. woufd you please be more 

specific? 

~~UR~~: e'll discuss it. 

R. 

DR. GREM: For the perfor ante status 2 

patients -- 

. ~~R~~~~~~~~ Please speak more into 

the micro 

R. ARCS: I' sorry. It looke 

the art American trial of bolus IFL that only 

alf of the atients ctually received fu2.l 

lose at the start of cycle two and we now that the 

?roportio~ of patients with S 2 wasnIt that reat. 

e about a third of the 

e most ever y needed a 

ose reduction at t tart cycle two an it's 

~QSSibl atients neede ore than 

just the one uction. T 

not been a le to be tre e or they ma 

ZkElVC? r one cycle. ving that 

informatio would be ecause it 

ht suggest that lot of them were 
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because of significant treatment delays and 

dose reductions that may e in that 

category of patients it would be prudent to dose 

reduce them for t eir first cycle, Observe t 

and if it turns out they happen to fly they can be 

5ose escalated cycle two rather than just ex~~udi~g 

atient elapse even though the IRS 2 

patients did oorfy, it looked like in 0th of 

zhose studies there was still SQ e benefit, 1 

on92 know if it93 sig~if~~a~t ut if you look at 

zhe time to treat regression an survival, it 

like it was Little it longer in t 

;\atients who got the irinotecan. 

elude aX1 PS 2 atients from therapy8 that may be 

3xt:reme. 

nted to secon 

. ENS : er questions for Dr. 

ice? Dr. Brawley? 

. ank you for 

YCiUr resentation. Can I just one 

rif~cati~~? rrect that, an 

two iff 

z:orrect that patients 0 ot infusional thera 

generally ha a lower murta~~ty than atients who 

~~~~~R R~P~R~~NG ~~~~~Y, IXC. 
735 8th street, S-E. 

~a~~~~~~~~~ D.C. 2~~~3-2$02 
(202) 546-6666 
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were given the bolus therapy? And also, secondly, 

a I correct that t ere were more PS 2 patients on 

the bolus therapies? 

DR. CHICO: You're correct on both points. 

atfents who were given infusional IFL thera 

lower death rates when you look at 60 days and 30 

s from last treat ut, of course, between 

treatment arms the deat s were similar, And you're 

3l.so correct i your second poi 

R. r. ~a~im~tQ? 

. Just another ~~arifi~ati~~" 

9 ding is that the sponsor has wit 

,he reposal to change the label that you escri 

1 there? 

. cwzcu: That was not sub itted to IJ, 

sented to us when t 

ZO he F ut was not su itted in 

ClOS at hat they've 

atients if they 

nav that f esse~t~a~~y s~y~~~ 

at we?re oin 

sithin a treat t cycle t f re 

patients w ave e 2 diarrhea that we till 

~~~t~~~e to treat t 
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DR. PAZDUR: Even if the company is not 

resenting this, the reason w y we included this in 

the discussion is we would like to have t 

oints discussed because they have een bandied 

about the community and have appeared in the JCO 

article, some of t So even though t 

a formal ~~ese~tatio~~ at one ti e the company did 

present this in writing to t g FDA and 

~~vert~e~~ss‘ we woul e a discussion of these 

points an. that~s why t resented h 

R. ERE NE: Just a point of 

clarification, Dr. Chico, the two studies that are 

3ein compare that everyone says really can't be 

the i~f~si~~al v rsus the bo us, these 

dere also one f e bolus was do e completely in 

it States and t ional one 

think that makes 

parasol even ore fraug difficulties 

e way peo ractice, 

crall ante status 2 atients, portive care 

ias, 

0 itf ot even that it was one 

in the "13, . ‘ both stu are really eve 

nore difference e way the c 

riras iven. 
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DR. CHICO: Absolutely. 

DR. ~~R~~~~~~~: Dr. Temple? 

DR. T~~P~~: 1 don't want to ut words in 

his mouth, but I think Dr. George was suggesting 

that as soon as you leave the regimens youfve 

studies and start modifying you're in totally 

uncharted territories. 1 just warder if you t 

we might be reassured by the fact that the 

T-11 was the same in two 

Sifferent continents ith two very different 

~~~or~~racil re imens to which it was added? oes 

:hat in any way suggest that at least ifications 

3f Juorouracil might not e as troublesome as you 

with respect to t 

ave a view on that? 

[Laughter.] 

DR. you don't ant to 

er uestions for r. Chico? 

Thank you ver 

do now is 0 to the 

re ther le cm1 

like t have befor we look at t e 

zould iscuss the ~~est~o~s. ere any ot 

- Dr. 



MR. GEORGE: A quick comment. I would 

just like to publicly state that I: think what t 

cooperative grasps id was actually uite good in 

the context of what they knew, when they did it. 

It's why we're here 1 guess and it's caused us SQ 

grief an disc~ss~Q~s o so sume of the 

?~ese~tati~~ sort of led to an implied c~it~~~s~ I 

1 wanted to state for myself 1 think 

id a go0 job and 1 think they were rig 

of things a d that was a benefit to the 

3atients on the st~d~~s~ 

Conmfttee liseussion and Vote 

a. 0 other further general 

~~~~ents~ Then why don't we 0 to the ~~esti~~~? 

f: believe that ~v~ry~~ as t in front 0 you. 

e first one is sig ificance 0-f the early 

Srom the cooperative rox.3 trials and i pli~ati~~s 

htX1. ~a~~t~sa~ There are two 

i roved ~a~~t~sar -~~/le~~ov~ri~ regi ens for t 

tirst-line treat nt 0 ~etastati~ ~Ql~r~~ta~ 

:ancer. AS we've talke ohs regimen 

i.n ~u~ti~~~~ sion ~~~~~~~. 

:he tab1 a hi er early te assaciate with 

:he ohs regiven in two coo erative group trials 

xdative to the control. arms resulte in clinical 

~~~~~~ ~~~Q~~~N~ CQ~~~~~ INC. 
T35 8th Street, S.E. 

~~~~~~gt~~~ D.C. 2~~~3-28~2 
(202) 546-6666 



holds of the trial. 

The IKCTG trial was reopened with a 

modified bolus regimen with reduced starting uses 

of ~a~~t~sa~ and 5-FT.3 and more aggressive cx3e 

madifications for toxicity, The CALGB trial was 

closed to accrua since its original accrual oaL 

bad been reached. In contrast, in licensing study 

303 e early death rate associated with this 

en was si ilar to the 5- 

~~~~~~~ovo~i~ control arm or t e Mayo Clinic 

Then t So does the 

mail.able evidence in the COQ rou trial 

and t licensing trial sup art re~uval of the 

xrrent ohs IFL regimen from t 

roduct label? f~si~~al f: 

~~hed~~e would remain even if we ed to puXJ. 

zhe isc~ssi~~? X-. ~a~p~~te~~ 

TER: k it*s helpful to 

~ese~tat~u s to make ist~~~ti~~ 

between what early on a peared to 

5ifference an at in retras 

txrn out to be a ifference from reviousl 

3 erve eat ould spea 

ly fur retention af t olus schedule as an 

no real evidence that itfs any more 

~~~~~~ ~~~Q~~~N~ ~Q~~~Y~ INC. 
735 8th street, S.E. 

~a~~~~gt~~, D.C. 20003-2802 
(202) ~46-6666 
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danger&s than it originally was thought to e in 

the icensing studies. 

DR. Other comments? 

Krook? 

DR. KROQK: 1 would agree wit 

Having been invalved with this I believe t 

has occurre ccmcern of the first two 

months of trea ment has been rcxight to the 

tentian af or of investi ators should 1 

goin ack and Loo t 

~efi~~ti~~. so if I ad a vote, I: wou3.d favor the 

no-vote. on me, I would avcx that it stay 

there. 

NER uestian is for 

e ~~~re~t~y approved olus egi~en. 

e taken out? her c~~~e~ts? 

R. ~A~~~~: Very Jot of 

izealt practices research and I'd like to poi 

that there are a nu er of ho8 itals in t 

States i a number of ere cancer is 

sreated w 

wailable, just not availa 

ly in pourer has so bolus t 

ey currerrtly have. 
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DR. ~~R~~~T~~~: Dr. Temple? 

DR. TEMPLE: One could ajlso ~ec~~~e~d that 

one be considered preferable if available so with 

respect to that fast question. Could you al1 make 

it clear what yau think the deficiencies in data 

sre that onft aflow you to conclu for example, 

at the Saltz regime is toxic? For example, you 

f one's in one country, one93 i 

mot=her. Just some ~~a~if~cat~~~ f exactly why 

px~ don't t e six or seven ercent 

~~~ta~~ty in is worse than t 

nortality in V303 or w 

just so we understand the reasoning. 

R. DGE: imple answer to 

:hat is that t "re not hea -to-head corn 

don't acce t head-to-head co arisen -- ack -- 

~o~pa~is~~s even wit 

rou wefr 

: is a 

sort of direct course f 

e s E: ut itfs not. 

Itfs not si 

1t:"s not. e patients 
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went into these trials were different patients 

treated by different physicians on different 

continents with different supportive care measures. 

To expect them to be comparable results T think is 

ecting too much of t:he data sets. Mow I think 

it" a reasonable hypot that i~f~s~o~a~ 

e safer t olus f~~o~o~~a~i~ 

but X donlt think any of us around the table 

~o~ef~~~y consider it a tested hy 

: Dr. shook? 

DR. uess what If 

ment on to answer 's ~~estio~~ think that 

the north central wit out kn~win 

~efi~it~o~ in a which we ere 

day went and oake and 

~~~a~~~lated hen we look at tlnat, I 

thi that that early eat te has proba 

always een in the 

~o~~~~ity because w 

i, remcwe an 

they not die in the first 6 ays? That's a 

is, ee tatus for 

~ysi~~a~s~ we c ove the tatus ram 

1.4 to 1, then rcnm but again we were ealin 

definition that aU deaths. I thin 

~~~~E~ ~~~~~T~~~ ~O~F~~, I 
735 8th Street, S.E. 

~a~~~~gt#~~ D.C. 2~~~3-28~2 
(2021 546-6666 
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that/s why the committee that had the article in 

e JCO basically went back and tried to attribute 

these to what, and‘as you read that -- and there 

was an increased deat rate in the arm we're 

talking, the I.t?L versus the other two arms. Now if 

e other two arms ad been as i!$L we may ot be 

ere. 

DR. layney? 

R. ~~AY~~Y: Yes. To speak to Dr. 

lets oint ‘ e 7 

presentation is ~e~s~as~ve to me. 'CIJhat it soun 

e is that a new ~etri~ was intro uced and as a 

result of this early re orting system that we hear 

ed earlier for ~~~~~ tha 

iKit dustry trials is in y way, that is 

if so Od 33 i e hospital we to notify X 

tera right awa arning 

~yste~ when it wasr e when it wa 

introduced and activated in t CCTG led t 

new metric and thaw goin ck an ~ea~a~y~~~ 

s that it looke to be rig t across the 

oar nd its OSt- 

ctice study that they id is IS0 seful 

~o~~atio~~ in y view. 

Ibain? 
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Em* ALBAIP?: I think that we've heard data 

many of us that were on Z)DAC heard when we 

mended approval with these pivotal trials t 

data has not changed. Its' just a different way of 

bookish at it and also points out how toxic just 

can be as use in this poultry in m 

~~tti~~s still without t dition of CPT-ZJ, 

pi. 

MR. GEORGE: n the newer studies the 

3nes f the grou studies we on't e follow u 

yet either for enough allow u to know the ion 

:erm resu hat was in luence with me, 

it's just the level. of evi ence doesn't raise 

-- itfs not to the t to remove somet ram a 

label based on t atfs y take. 

J: want to echo t 

3ent.C-0ents. got sure, Dr. beetle' 

ow much of ea it is to 

301~s to an i Yes, 

rge i~st~t~ti~~s ve c~~t~~~e to use 

in ional ut out in t ~~~~ty it's very hard, 

not actors don"t accept it, ecause 

3x3 patients tit. rt 

to fix s~~eth~~~ t So I 

you have to e careful and I: thin 

~1~~~~ ~E~U~~~N~ COM Y, INC. 
735 8th Street, S.E. 

~~Sh~~~~Q~, D.C. 2~~~~-28~2 
~2~2~ 546-6666 
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0 evidence has really had to be a reponderance to 

raise our concerns that there is such a safety 

issue that we need'to really reanalyze, and I tb~~k 

the question is really not going to be the 

ca~~tosa~ but reanalyze the leucovorin S-N? data 

which you know is a orass to b But it 

hasn.9. -- this data sn*t raised t 

at least. 

DR. TE : ut the question really is 

e fl~oro~raci leucovorin, not the 

ptosar at af2. This uestion oesn't go to t 

ZP -11. ut what f: ear you generally sa 

at there's a hypothesis there that some f the 

triaJ suggest a reater early mortality. Xf you 

real1 elieved it was true, you'd e nervous 

you don"t think t e case is 

R. r. ~i~~~a~? 

au said exactly 

as going to say 

t question is tell c3nft t k that 

us is ore toxic. That53 a 

answer. I lly bel-ieve it is, ase on all 

ta that "ve seen 

i e~a~e~ti~ index in terms of enefit an 

toxicity would e wit e ~o~ti~uo~s infusion 

Im.JER REPORTI:NG ~~~P~Y, INC., 
735 8th street, S.E. 

washi D.C. 2~~~3-2802 
1 546-6666 
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as Dr. Sledge mentioned we just don‘t ave the data 

here in a head-to-head comparison. 0 in my view 

it hasn't risen to the point of making a change, 

DR. T~~F~~: would youI if you were as 

be urging cooperative groups or some other body to 

actually do a head-to-head on CPT-11 given wit 

various re s it 

enoug 

to it? 

at wound have to be a 

ver Large trial. ecause you're tanking about a 

toxicity reduction trial. So yoWre talking about 

a lot of resources for a lot 0 

any t~o~~~t that ou*re oing to eve 

treatment of etastatic Solon canczer 

DR. kayf 

lfJere real, f if the di pence in t 

registratio real, a ive 

erence in earl e orri 

out that, i 

R. r, Blayney? 

ut I thin 9741 has an 

3r oes not ave ~-~~~~e~~~vori~ in it. Itf 

3 I rea it CPT-11, 3f that is 

ixseful and hope we e to move way from 5- 

, INC. 
735 8th street, S.E. 

~~sh~~gt~~, 13.c. 2~~~~-2~~2 
(202) ~46-6666 
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FU/leucovorin and maybe generate some moments and 

get over the ethical urdle of removing EL- 

~~~~eu~uvor~~ from'our treatment. 

DR. T~~~~~: But if we're saying that 

suggests you think that the higher levels of early 

mortality prczba ave to o with the 

f~uor~ura~i~f ~e~~ovo~i~ and the regimen it's i-W%? 

whit is why you want to get away from it. 

t seems reasona 

. I think one of t e seasons 

20 et away wit ata is so muddy an 

tn era of rnQder~ clinical trials we should 

:o answer t uestions ht now I: would 
* e our thica le is to removing 5- 

/~e~~ov~ri~ because it has sed for so 

r. ~i~~rna~? 

This remind e in e 

>f -- at I view a classic study o 

large cel-l. ~ymp~~rna with HOP versus 

fourth e~~~atio~s~ ere was a time 

rhere if you -0. CHQ it WOU have een 

L u wou have lost 1 suit 

0 e in rior 0 the newer third and 

veneration re oints out 

.hat itf these important 

MILLER REPURTIN6 COMITY, INC. 
735 8th Street, S.E. 

~a~~~~g~~~, h).e. ~~~~3-~~~~ 
(202) 546-6666 
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questions.. We'd like to think and take sort of a 

self-f~~fi~~i~~ prophecy that we're makin advances 

an we don't want to go back. So I don't know if 

it's practical, this disease, to ask that question 

ink itcs a very valid hypothesis that I 

trick would e usefu to answer in the 5-FU 

question. 

R. 

R. Let93 not et that the ort 

~rne~~~a~ trial that wa done, the CPT-11 by itself 

@as maybe -- it was no be,tter t /leu~ovoriR, 

nay have been a littl, bit worse an it was clear 

:hat it was the corn ination of CI)T-ll, 5- 

~~/~e~~~v~ri~ t he i movement in 

survival. So T don"t think you can just ay letfs 

Jet away rom it at impliies t 

iit least so inical synergism or critical 

it from t So right now what 

we're talki e us is really c ing 

nd the ~~di~atio~s for t 

1 onft know that ou can ut one of t 

DR. The stri thin 

~~~~st~ati~~ trial is t at the mortalit seems to 

30, of course, itfs di rent studies, ifferent 
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environments and all that, but it doesn"t seem to 

have much to do with whether there is GPT-1.1 added 

or not, it seems t6 be the same in the two 

treatments whether r not the GET-11 is there and 

the CPT-11 then adds survival. So it at least is 

compatible with the idea t at one fluoroura~il 

regimen is ore toxic. But what 1 hear -- that 

liscussian was very helpful. I think it answers 

zhe uestion I ink fur various 

reasons the truss study corn prisons are "t reliable 

enough to take an action on and t re major 

inconveniences associated wit at action if itfs 

lot well supported. 
. 

II do you take 

3ny solace in the fact that, although it's a very 

~~s~ie~tifi~ review of God-protocol treate 

latients the ortalit was not worse, in act, it 

ed like the tren as fess, the 

at we worr about more mortality as 

x.x treatments are inated throu 

oes not 100 like that's 

ra enin but, in fact, at with good ysician 

education that m ing more attention to the 

preventable mortalit wit physician e 

:0U.l even get that mort elow hat weave 

~~~~E~ ~~F~~~~~~ ~~M~~Y~ INC. 
735 8th Street, S.E, 

~~~h~~~to~~ D.G. 2~~~3-28~2 
~2~2~ 546-6666 
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seen in the trials, and is that reassuring? 

T~~F~~: Yes, it is, although it 

raises the question that Steve raised. Are they 

now getting you down elow the regimen that worked? 

gain, 1 take reassurance from t e fact that CPT-~~ 

seems to work whatever you add it to, hich is sort 

of good, ut then ou don"t er youfre 

losin effectiveness of f~~orouraci~f leucovorin by 

the regimen. t sounds like it would be 

extremely har et an ody interested in finding 

3ut * 

If there are no more 

comments then let's vote. "She first question, do 

tie think that we s 0x-t removal of t 

currently approved us regimen rom the ~ampto 

product label? e have to go around t 

i-viduakly to record t r. edman, if 

r'ou f like to start? 

DR. 

DR. 



DR. E~TER~A~~: No. 

DR. SLEDGE: 

DR. ~~R~~~'~~~~~ 

DR. TAYLOR: No. 

KROOK: No. 

R. 

DR- ~AR~~~~~R: 

DR. 

The result is 15 no, ZerQ 

yTes. oes t able evidence fro 

erative group in licensing trials sup 

ification of the dose or schedule of the boxus 

WL regimen? Discussion? 

~~~~~~A~~: I ~~i~~ there is a iece 

3 data that is availa le but that we ~0~1. 

shich is w at happens to he performance 2 

patients, 

Ihat, Dr. E~~e~~a~~? 

Yes. There is a iece of 

~~f~r~atiQ~ that is availa ata but that 

e didn't et in detail. is what ha 

kwe with whit treat2 the erfor~a~ce two 

patient -- because t e ~~es~i~~ is w 

ese patients to be treated initially 

~~~~~R R~~~R~~~~ COMP 
735 8th street, S.E. 

Waskrington, I3.c. 2~~~3-2~~2 
(202) 546-6666 
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with the lower dose or not, for example. I thin 

itz ortant question. Should we exclude 

them? Shauld we treat them at t e lower initial 

dase QX= should we just leave it to the judgement af 

the cbinician? 

It. ain? 

DR. Yes. am Chair, I was 

going ta ask if we could perhaps separate out two 

different issues ere c e dose, the 

starting dose issue. hen the seccm is dose 

~f~cati~~s for toxicity, although t at*s in t 

fabe questio three. ink we've een 

nixing that iscussion a it and I would feel. ver 

strong1 that we ave not eard evidence to ustify 

a ~ec~~~e~dati~~ in t e label to lower the startin 

use in the broad p~p~~ati~~* e PS 2 roup is 

another roup as she" jW3t inted out. 1 think 

rent ways e can discuss this 

estion and ow to vote oul en ose 

sue ~o~fre raisin 

d i~te~~~et this as 

saying a dose or t tarting ose * 

Do e thin 

product label. that t e dose ghoul be than from 

t was u~~g~~a~~y FD approved at the ning, 

~~LL~R R~~~RT~~~ ~O~~~, INC. 
735 8th street, S.E. 

Wa~~~~~~~~~ D.C. 2~~~3-~~~~ 
(202) 546-6666 
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so starting dose? 

~AZD~R~ Letfs ask both uestions, 

ecause I think Kathy brought it up and 5 think 

when. we wrote that question we had two t 

mind. Sa fetfs ask the starting ase first and 

en a question a out dose ~odifi~at~~~ so t 

really two separate uestions. 

DR. ~ERE~ST~~~: So Let93 just keep it now 

right now for startin dose, Dr, ~ipp~an? 

R. e ta ~~ders~~re 

~xte~~a~~ said. ot af iXi33 

3 S 2 and trying to hypothesize what, in act, 

pened to those patients. Based on what ere 

presente I thi I waked leave that out. ave 

~t~~~g feelings about the S 2 issue. 

m3re i~f~r~ati~~ on t 2 an dose we coul 

at ~~esti~~, oint Zfm looking 

ose as ver 

iscussion? sa 

ShQ~~ ange the starting ose 

an en? Dr. e~~a~~ 

YQU sue f ~~~~ you start? 

N: No* 

If you're referring to all 

e answer -- my vote 
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woul be no. 

MS * FORMAN: 1 wanted to add that caveat 

too. It‘s no but Li t ink later 0x1 we may address 

it as to how it's labeled. 

DR. 

R. G~QRG~: No. 

DR. 

DR* Again wit e same caveat 

3s a eneral no, but reserving m opinion on ow it 

be labeled. 

DR. SLEDGE: MO. 

DR, ~ER~~S~~~E~ No. 

DR. ~A~~~R~ 

Fifteen no, zero 

DR. at under 

eration t e fact that SO le 

reservations a the ate of th 

status atients. 

r~d~~tiQ~ in a s~~gr~~p~ fur example, pe~~~~~a~ce 

status 2 atients even wit a starting dose, even 
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without any clinical trial information 

respectively identified, respectively performe 

~~R~~~‘T~~~: Any discussion? XVII 

going to weigh in fur a minute? 1 think t 

f feel, that you should not tie the ~~i~icia~~s 

hands. 1 think that w at perhaps hat we shoul 

e warning in the iscussion about u 

toxicity has bee associated with oar pe~for~a~~e 

status patients and leave it u to the 

~is~ri~i~atio~ of the treating physician as to 

~~~rupriate ose. ink that II am very ~~~~e~~e 

that efficacy is g e ~o~prQ~ised an 

as you said we just onft have the data, 

There are nat that caky patients. ut certain1 

again physician awareness t ance status 

em need to 

ut 1 thin 

important because as was ointed out 

~~~f~r~a~~e status ca er moving target 

ere. our ante status 2 is may e my 

3, might e my 1.f etcetera. 

zan be a egree of su 

lat we collect regards to thi 

NERE r. George? 

MR. ed sane of w 

~~~~~R R~~UR~~~e ~~~~~Y, ICNC. 
735 8th Street, S.E. 

Washi~g~~~~ D.C. 2~~~3-28~2 
(202) §46-6666 
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was going t.o say that Ifd just repeat again that 

any change like that starting dose that we've 

talked about in. particular subgroups can very weI1 

affect the efficacy in ways we're not going to 

know. So it seems very risky t:a put that ind of 

owever, it"s a ood -- the 

idea of education on t e safety issues an some 

kin of statement in there about that is one I 

would support. 

DR. 

DR. Just in terms I fully a 

that you don"t want to at all patients 

with erformance status since t at"s a subjective 

n should have to e receivin a lower 

think that it mi e importa s you 

were suggesting that in the sort of 

~r~at~o~ a out the w rnings that not only are 

the at increased isk for toxicity ut they're 

les likefy to benefit. Then it au1 

discretio the 

nt to take t c~~unt. That 

one c~~~~o~ise. 

* . Dr. 

~X~ER~A~~: Yes, I would ike to 

wraith on what cm sai e ju 
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performance status quite subjectively. There is 

one ~~~o~s~ious t ing that we've mistaken f-0 

performance status which is also the other diseases 

the patients had and that hasn't been analyzed at 

The other diseases the patient has, the 

~o~o~bid~ties they ave, if you have somebo 

five diseases, you are more li ta label that 

patient a performance two even if they do the same 

as somebody who has no ther iseases. e 

nee to separate these issues and analyze t 

R. ~ERE~ST~~E: r. pman? 

DR. ~~~~~A~: The reascm it's hard to 

answer the question of reducing the dose is 

it day ma e some de ree of CQ~~on sense, 

atients did at the 

wer dose. It coul be that a3. sort of benefit 

toxicit decrease su went 

iiown f toxicity went It's just a 

different lthoug there is su jectivity in 

ification it as ver consistent, an 

FJOUld tain a lot more 0 jectiv-e or consistent 

an data we ear yesterday lus and 1 

?lUS L t Zfm ver 

su roup e I: don"t now that we remove it from t 

bel but I thin it really s e featured in a 
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very strong recommendations Then 

ret whether that means they want to reduce 

the dose or not. We just donft know whether t 

goin to benefit patients with PS 2, 

DR. ~~~~~ST~~~: Dr. BaXducci? 

DR. Mine might e mcxe an 

vacate type of tal ut Pve racticed ~~~0~0~~ 

or 3 years, the Saltz regimen is the first time 

has allow d us in the United State 

least to see ~~~~~~t~ res OnSea in this isease and 

?X-0lOX-l. re~~o~~e~ in t is disease. 

is true that atient Low function, 2 or more ad 

increase risk is also true that without treatment 

r;hese patients are at the very, ver ave a very 

initial ~~rta~~tyf na ue to the treat ut due 

to the cancer an at at Tl.east ave 

these patients t ere 

ea than alive a now we are disc 

resect their Liver metast 

1 think that we have to k the s in really 

iLLin the atients is 

not the c the cancer, I w0u.l 

real1 be extreme 

strongly to 
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that things should be discussed with the patient 

e patient should have that rivilege no 

r what his or her performance status is to 

decide to forego few wee s of disease for the ape 

to get a stable response so that is a small hope. 

R, 

c QHYE : e to state that 

have to be reassure y the data t at you have from 

practice in ter f the 

3h roduct. 

een in terms of 

sducatin the physici 

DR. R~~~~~~~; 

. . J-us to clarify about t 

imen producing the r c rate and x-es 

uration an so on an arly it93 a 

sgain we're tanking a 2 atie~ts~ an 

thi smal ata fact, i you loo 

St, r-ice, time to ression as actually 

e PS 2 patient actua 

e ~-~~~leucuvori~ a so I 

ose patie ts of a li gin 

I think itfs real1 the better 

status patie 

. NE r. Krook? 
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DR. KRCIOK: In answer to Bob TempleFs 

uestion, those physicians who understan what a 

performance status of 2 really is won't have a 

roblem, Physicians who don't understand what 

orr8ance status 2 is are going to e in trou 

no matter what. e better you efine what that 

is, the erf~r~a~ce statu at we al.1 

z:alZI that, ost of u may not treat at fu3.1, dose. 

DR* 0 you want to vote? 

Let93 

nave on to the dose modification art of that 

~~esti~~. er we were going to bide it u 

i-nto two things? 

as what 

we out. Does the av le 

from the coo I.3 su ort 

ifi~at~o~ of -- w do It you 

YOU ant am3 red? 

R. g trials to 

SU art icati~~ 0 ose ~~~f~cat~o~. 

charge in the 

at 

DR. 

go to 

tion of t 

uesttion num 

0 you rea t us to 
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DR. PAZDUR: Right. 

DR. That is the i 

modifications on the safety and efficacy of the 

bolus irinotecan an S-FU/leucovorin regimen. T 

reposed changes in the abel to 

i rove the safety of ad i~istratio~ of t ohs 

IFL regimes t 

~eighte~e ortive care, 

finite dose modifications 

in the ta C.CLOW* Now is that 

correct? This is wha you want us to look a 

re not the 

ification These are things t ere 

ificatio~~ that were su itted at 

3ne time in writing to t ut are mcme 

ensive rather misting of mo ifications. So 

we anted to iscuss them in 

~asica~~ what If ik to see is t ose 

IlO ications out.li ification 

e next page, or e two ere it sa 

el. two, what ns were re 

. Q the real 

pxestion is, hat do w thin about the 
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DR. PAZDUR: Correct. Even though these 

are not currently Phar acia Upjohn. 

~ER~~~~~~E: Right. Whoever 

it. Uoufre proposing them? 

DR. PAZ~~R: We're pr~p~s~~ them. 

R. ments from the crimp? 

CARPENTER: hy don"t we take these in 

pxmps so t at wefre -- 

R, For ose 

ification -- 

start with ose 

ification. Dr. 

t to reiterate, the ose 

ificat~~~s for diarr y concern 

?ropose ere for patients avin iarr 

2ose reduce ut co~t~~~e to tre 

sort of the t 

patients most iarr fre ours rior 

zo re-tr~atme~ actually in ractice 

at*s what is ein e. That"s t is 

de when 

woul be t:he sort o best clinical. practice. s 
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would certainly support having that as a formal. 

r~comme~dat~~~ in t 

one? 

DR. Other comments? 

DR* PAZD’IJR: Do you want to vote on t 

ine. 

* ~R~~: ut it squids like ther 

three separate dose ~dif~cati~~s and Ifm not sure 

ea.- 

et to those other ones 

rem. 

Z:o ahead- 

DR. 

iarr 3: think ther ree different 

ati~~s an ink the committee mem 

ma ave erent feeling 

no t have to 

~~par~te~y. 

R. UR: That's at I'm s~ggest~~ 

but knis aJrea oint about ave to 

e iarrhea free for 24 hours is lready 

an eople' ractices. 

eople thin of officially incor that into 
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DR. ~ERE~~T~~E~ I would agree that that's 

est patient management and X would strongly urge 

that we do that. Dr. Carpenter? 

DR. CARPENTER: I support the same. 

DR. ~ERE~~T~~E~ 0 you want to vote? 

R" CAR~~~T~R: Yes. 

R. ose in favor 

khat the package insert, weYe going to go armn 

sgain, that the patients must be ea free for 

24 hours rior to re-treatment. 

DR. TE : Can 3 just ask, Kare YOU 

han vote and itlr ~~a~im~~sf 

0-u actually ave to -- 

MS * SAWERS: re we sure -- 

of but yau ca fin 

in about t ree seccm 

s. ave to ave ever person 

vote in t e record. I ~~a~~rno~s 

it's not unani ack. 

DR. TE : that" at was 

R. question I have t 

at so if a erso~ h iarrhea an YOU 

y..dle and they?e do 022 still 

ntinue at t e same dose next week? 
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sort af a separate -- 

DR* 1 think this is, at a 

urn they must be diarrhea-free for 24 hours an 

then there may be other dose reductions but the 

ottom line is that you have to e diarrhea free 

for 24 ours before ext ose of 

e first question is -- 

DR. ~~P~~A~: can I just clarify 

352 So on the other ere it says 

hold we're really saying 

nours of diarr o? 

later. 

311 it. 

three? 

DR. PAZDUR: efre going to et to those 

Letfs just take ullet burn er three, vote 

his is USt 

R. 

tients 

Current. 

Correct. 

rr a free for 24 hours 

rior to re-treat t* ust 

and vote. 

Can I make a comment? 

rief comment. 

, TNC. 
735 8th Street, S.E. 

~a~~~~gt~~, D.C. 2~~~3-28~2 
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~~~~~ER~: The only paint I would make 

any of these patients ave part or all of 

their colon gone and any of them have diarrhea as 

a aseline and, it would probably 

more practical in the management of t atients 

to say return to ine status. 

c e@ll get to the minutia ere 

but just the general concept ere. 

~~~~~~R~~ That's a real uestion. 

R. It is. Right. I" 

cLl1i.n to amend your recommendations ecause I: 

bzhink that it's baseline stools er day. 

question is do we sup art Ghangin 

hey must e diarrhea ree for 2 haurs prior to 

re-treatment or retur aseline stool 

~~~ti~~? one in favor, ease raise t 

QW of hand 

‘ ER kay I that is ulna 

Fur rad'e 2 iarr~~ eutro ia or a 

crampin das uce one lewd intra- 

cycle, e treatment at original e 

clarify that a litt it? at 

ea et grade 2 ou hol. 

the next week an then you continu 0 your our 

735 8th Street, 5-E. 
~a~~~~g~~~, D-CT. 2~~~3-28~2 

(2021 546-6666 
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-- do you make up the four treatments or do 

skip that week? You're going to have to clarify it 

a little bit. 

DR. ~R~~~E~: That's actually the way -- 

the wa the label is currently written you treat 

throug grade 2 diarr ea but you ose reduce one 

dose level and then w 

treatment cycle you ump back u to the original. 

iiuse level t at you starte with in t e original 

cycle. hat"s different ere was actually a 

three things. One was t issue 

irote on an then once d until you et to 

no diarrhea you resume at one ose level reduction 

and then w en you get to the next treatment cycle 

then you to the ori ose. The 

ubtle than e is just ad in ab ina 

as the same t a 

. NE TONE: ents from th 

. I thin the only change is to 

ad 1, isn't it? 

atis the on you ho1 unti they?ve 

gpne 24 ours ein better, 

the a omi~a~ era 

at was the oint I 
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making before and that's why I: brought it up is are 

we now y going on three, which brought it on, that 

when ho1 is in here it means 24 hours at baseline. 

DR. TEMPLE: So the question ere is -- I 

mean, three sort of already takes care of t 

unless you wante ake an additional change. 

Itfs the same recommendation with the hold 

introduced. Right? 

R. Correct. 

DR. OUl eople 

exactly w at Grade 2 iarrhea is? 

that? Because I ant to ake sure ever 

understands th exact toxicity 

that" what we're cone 

le gettin ~~d~~y de rated ecause Q 

the iarrhea. 

. oxicity 

the e version t 4 to 6 

bowel- movements a de 2. 

That's correct. 

t can e while t 

more odal. of whatev 

. CHICO: T t"s one t 

little bit iffere~t a out the current s~t~at~~~ 

an it was bat in the days Q /leucovori 

~~~~ER R~P~R~rN~ COMP E INC. 
735 8th Street, S-E. 

~a~~~~~t~~, D.C. 2~~~3-28~2 
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16 

alone where they didnlt use aggressive 

iarrheal therapy. 

DR. ~ER~~~T~~E: I guess my question to 

le who use this a or have used it a lot on 

ent what is the like ihood if you have a 

grade 2 or 3 QU reduce t 

YQU onct run into that same ere you re- 

escalate? 

only reasan that 

ut in is it*s the attri 

treatment-re diarrhea ecause the 

atierzt may ave 

littl it increase an ies as grade ut 

you"re not exact s treatment 

ut the in a cycle 

r. 

: ut four to si owe1 

muveme~t uit a meal if 

case. n that re uggests 

n* 

n? 

R. R : I 

ave an I don"t now if a~y~Q 

735 8th Street, 5.E. 
~~sh~~gt~~, D-C. 2~~~3-28~2 

(202) ~46-6666 
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more experience in usirig this. When you encounter 

rade 2 intra-cycle those reduce and then start the 

next cycle at the same dose again does the diarrhea 

get Less for the same dose of treatment? The sense 

is that it would either be the same or worse with 

rep~t~tive dosing. 

R. 

R, It strikes me weFre doing 

fair amount of m~~~orna~ip~~atio~ based on zero 

ata * Is that rea at you ant rom us? 

. ~A~~~R: 

R. : Dr. ~arp~~te~~ 

Could we just !&west 

som in eric inst of a Gh Q specific: -- 

R. 

dose 

e m~difi~ati~ at dose re 

be that i for iarrhea that t 

P leave 

the specifics t jud ent? 

hy don't 0 this? 

0 you at same do 

are in or e ill t 

and iscuss this i~t~~~a~~y with 

e specifies so we on‘t et ti 

CELLAR R~~~RT~~~ COMITY, INC. 
735 8th Street, S.E. 

~~s~~n~t~n‘ D.C. 2~~~3-2~~2 
(2023 ~46-6666 
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wit the minutia here in the actual, management of a 

specific patient. So Jet's go on to the s~~~~rtive 

care aspects and go through them relatively quickly 

if we could because X have other questions and I: 

know we have to move on. 

DR. ight * The sup~~rt~v~ 

care isszle 

f~u~~Q~ui~~~~~e, 7-day course for diarrhea 

greater than 24 beers on t 

fever e diarrhea an ee less t 

5 wit or without diarrhea or ever. -You ant 

them all as a undle or ou want each one? 

DR* P~~~~R: A.11 as a bundle, 

R. kay * GCSF for x-eater 

P . c * n fact, w on't we do 

y donct we just is rather than 

LuzGxim ecause here again we"3.l co 

@tFS ere our ros and ccx.s, 

ith so Q he S 

~~~tr~v~rsia~ things Like, for e let USin es 

for rade ~~~tr~p~~~a -- 

R. REN : kay. The others are 

iotic sup severe diarrhea if t 

ileus fever, severe ~~t~~~e~ia cx 
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~~s~~ta~i~ati~~ fEar IV antibiotics for persistent 

ea or fever or ileus despite fluoroquinoXone. 

R. PAZ~~R: So a discussion asically. 

DR* ~~T~R~~~~: 1 have a discussion point 

about the re~omme~dat~~~ of utting GCSF for grade 

weekly regimen, as a 

stu BACK a few ears ag 

#.vin GCSF ~u~c~mita~t~y ~hemutherapy and it 

as increasi e rate of 

~e~tr~pe~ia. he intent was to ecrease mucositi 

So I this the c~neo itant use of CSF and 

not to be rec~mme~ ecause you increase 

neutropenia by stim~lati~ erforating ce.Us t 

3an e hit wit the 

R. er comments? I 

is is also ettin into rn~~~orna~ag~ 

t we don" 

sgai ~~~C@r~S 

~tr~p~~ia with. 

ever woul gest that 

t be insti agree that GC 

atically given I think i 

2ertai not hat the ui lines ~e~~rnrn~~d. 

ita~~zatiQ~ of atients, it seems li e a little 

a little i~s~ ting to tell a atient 

~~~L~R R~~~RT~~~ ~~~~~Y, INC. 
735 8th street, S-E. 

~a~~~ngt~~, .c!. 2Q~Q3-28QZ 
(202) 546-6666 
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the nee to hospitaLin patients who are this iJ1. 

They need to be hQspital~%~d~ T'm not sure we nee 

to put it in our guidelines. Dr. Balducci? 

DR. ~~~~~~~r: About ~os~ita~i~atio~ -- 

and again right now I"m talking about as geriatric 

~~c~l~gy, I reall would like ersonaUy to see 

tion somewhere that atients should 

ized accovdin to the hysieian judgement. 

e reason why I: say that is bet 

rxas een a tren in t last few years ue to 

~a~ag~d care ta ospitalize 3.~5 

as hurt enor 

3 er ~~d~vidua~s w uch sistant to 

ratio er indivi 

lfeall ould like to s~~~t~~~g t at ~ust~~~~s, 

that y this .is art 

i~~ct~~~s so t am3 to ht 

sit the mana cas 

sith all t ~twee~ 

e reason. may 

ivh e have seen a excess Q death. I ave a very 

~tru~g feelin 

NER Can we do t 

~uggestiu~s in the ~a~~~~g makin 

rug label? 
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PAZDUR: Were again, these are some of 

e specificx we'll discuss with t e c~~pa~~. 

DR. It sounds like an overall 

~~c~~~e~dat~o~ for handles these things 

aggressive1 early. 

* May I? 

STONE: Dr, layney? 

R. In southern California we 

have a very high -- we"v een ealing with ~a~aged 

zare for a 2~~2 k that that" 

al due respect, at93 nat an issue. If eople 

sre sick, t But I on't -- x 

M3Ul out mandatin h~sp~ta~izatiQ~ sect 

ical legal 

patient wasn? ho italize for their own reasons 

3r coul eh rate t home ut it certain.ly 

ressive fl ~esuscit~ti~~ is 

d e~cQ~ra ou to se i atever 

sitting. 

: ur the next -- 

I think since in this case 

WC? croft have s ecific tri 

e risk of te 

actor how to use clinical ju ge~e~t and ractice 
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medicine. So I think tfiat your point, f of just 

that these people may need early and aggressive 

ortive care may be enough without any 

specifics. fn other words, if we had trial, data on 

seve ~~r~~uin~~~~~, that would be 

Cfferent in this setting but we an't in t 

setting. 

R. ~~~E~~~~~~~ 

assessment 

ere again, 

ecific things. 1 uess if 

ese were adapted we at t e FF)A in our interna 

~is~ussi~~s have been ~~~ki~g at these vis-a-vis 

altering the efficacy waked at as 

celativel inor changes and per 

a ~ajQr ~r~b~~~ wits the efficacy of 

OUl et a vote cm 

inor fications ere, 

ropes ere as ell as the 

su ortive care i till 

they' re tter, etcetera, 1 assure et's 

put that to s that if eople woul 

issued that t impact on the efficacy of 
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DR. ~ER~~~T~~E~ The dose modifications as 

we discussed, which is just holding t e dose an 

then as written? . 

DR. PAZDUR: Correct. 

DR. ~ER~~~~U~E~ Do you want to give the 

exact wording of t uestion? 

L reg~~~~ is 

associated with a odest surviva advantage of 

pr~x~~at~~ o booths corn 

x3lus -~~/leuc~v~ri~ re 

Jropased la ely to affect t 

efficlacy of the bdus IF% regimen. 

NER You want a vote on t 

Correct. 

NER 

r. ain? 

Yes, it could af 

cy favora imit toxic 

rea 

-- 

r, Sledge? 

is uesti~~ is askin us to 

on't OW. 

it's a matter Q 

til there's a 



omized study that is done but we ave to make 

inical j~dge~e~t ere if we do ma 

in a label, that are minor to address safety issues, 

Wow does one see that ultimately affecting the 

efficacy of the regi ere again, it's a 

clinical j~dge~e~t question. 

GENIE: nd because it93 clinical 

ent question it ets down to ow much rug ca 

3 patient tolerate. It oesn't hatter if in a 

unsaid patient s prave survival y twc? 

s if you kil. atient, c? I 

3onft even t ink it's a propriate to try and guess 

h w answer to t oufre a racticing 

?~ysic~a~ you wit tient. 

NERE : r. 

" AN: I ate to isagree, t of 

uestions we get ee very 

~~~f~~tab~e am3 

ly based o now about the 

s of Audi efr 

ical systems. thin 

t efficacy. 

? 

R. I guess the t that 

strikes e is that varia ions of this ind are 

MILLER R~~~RTr~G ~U~~~~ I: 
735 8th street, S.E. 

~a#hi~gtQ~, l2.c. 2~~~3-2~~2 
(2021 ~~6-6666 
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built into all of the trials anyway. 

constantly making judge~e~ts about 

have to be before you resume therapy. So one 

uestion you could ask, admittedly it*s im 

to now as we just said is do these kinds of 

changes see large compared to t e kinds of 

S.fferences that were erent in t 

trials- hat I guess I he ot too. 

R. Q yau ant to vote Q 

e ~~@stiQ~ or di u et th sense of th 

think we et the sense. 

n ink really for guestio;n number E we already 

icati~~s f 

trials, this was a cussed to OUT 

So we're done, 

0 we're one. I' 

e to thank eve e will 

I,ike us bat art at 320 tly. 

ere are a lot terns about CO 

who have to catch fli Q 1:oo. 

t 12:o - F e meeting w 

recessed, to re~~~v~~e ame 

day. 
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15 
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20 

21 
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et started for this after~oo~~s session. First 

we" like to have an intro e committee 

because there are new audience for us. So 

if you'd start again? 

MR* OH-YE: George Uhye, nomi 

resentative. 

R* ruce icaX 

zmcologist, ~n~versit an Cancer Center. 

R* INE: Howard ine, neuro-one 

Stephen George, 

e university edical Center. 

rso mzer Center. 

R* 

oyofa Univer 

* sz : 

Indiana Universit 

tacy Nerenstone, medical 
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oncology, Hartford Hospital, Hartford. 

MS. ~~~ER~~ Karen Somers, executive 

secretary to the corn FDA. 

DR. ~A~~~R: Sarah Taylor, medical 

oncology, niversity of Kansas, Kansas City. 

DR. KEENER: David elsen, edical 

y, Sloan- ew York, 

RACKED: Qtis rawley, medical. 

oncologist' ry university in tlanta. 

* Crai ustig, I' rain 

Tudor survival an here atient re 

John Carpenter, medical 

oncologist' 'University of Alabama at ~~~i~gha~. 

QW ica 

~Rcol~gis f W ilshire nC~l~gy ~d~ca~ Grou 

asadena. 

Ning Li, ~o~etrics, F 

DR. s PIRO: a hapiro, 

reviewer' FD 

liso artin, 

R. 

directar, F 

azdur, division 

emple, fice director, 
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Conflict of Zntsrast Statement 

MS. ~U~ER~: The following a~~ou~ce~e~t 

addresses the issue af conflict of interest with 

is meeting and is made a part of t 

record to preclude even the ap earance of such as 

is meeting. 

Base 011 the submitted a enda and. 

formation provided articipants, the 

agency has determine that al1 re orted interest in 

r for Drug Eva 

ote~tia for a conflict of 

eeting with the followin 

~3 accordance with 18 USC ectio 

(b) (3) full waiver ave een ratted to Gear 

l copy of 

these waiver stat may b 

ritten request to t 

freedom of infor ation office, 12A3 of the 

rklawn 

hye is 

e to note or the record t 

rese~tative Gting on 

S uch he has not be 

screene for any con lict of int 

event that the d~scuss~o~s involve any other 

~~~~~R R~~UR~~~~ ~~~~~~ INC. 
735 8th Street, s. 

~as~i~gto~, 
(2021 546-6666 



lm 

1 

2 

3 

4 

5 

..: 

7 

9 

10 

11 

2 

23 

14 

15 

1 

17 

19 

2 

22 

23 

2 

products or firms not already on the agenda for 

which FDA parti~~pa~ts have a financial interest, 

the ants are aware of the need to exclude 

t~emse~ves from such involvement and t 

exclusio will be noted for the record. 

ith respect to all ot er partici 

2sk i the interest o fairness that t ey address 

3ny current or previous fi~a~~~a~ involvement ith 

kny firm w use prud~ct they may wish to co 

gain, x woul e to note far the r 

zhat our ~o~s~rne~ re rese~tativ~ 

ha to cancel, her anticipation i 

the last minute nd there as no time to re 

her. e are, however f fortunate to h 

Lusti as our atient re resentative to provide 

oint of vie 

er to talk i 

unes. an you. 

* NE ow is the a Xic 

hearin ortion 0 our our afternoon 

session m ny0n 0 ha uested or 

tia to re es-l to s k? 

DR. 
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Then IFd like to begin wit Guilford 

armaceuticals, the NDA 2~-6~~/~~~6, Gliadel 

wafers indicated for use as a treatment to 

significantly prolong survival and maintain overall 

function, as measured by preservation of Karnofsky 

~e~forma~~e status an neurological function in 

?atie~ts wits malignant glioma rimary 

snd/or resurrect sur resection. 

Sponsor Prasaatation Guilford harmaceutJcfaLs 

s. Good fternoon. y name is 

Louise Peltier+ I"m senior director of r 

for ~~ilfo~d a~mace~ticals. 

Clifford Pharmaceuticals' we are please ave 

ortunity to resent an a itional 

indication for Gliadel wafer, 

was e results 

>btaine fr0 e clinical studies. 

gafer is current rove by the F for use as 

junct to surgery to ong survival in 

?atie~ts with recurrent g~i~b~astoma mu tifQrme for 

N' surgical resection i 

tudy 701, a atient 

ose escalati n trial, st 

patient m~~tice~t~r 0 hase III trial, 

2’ a ~~2-~at~e~t ~ltice~te~ ran ized 

MILLER REPORTING CO 
735 8th street, S.E. 

~~~h~~gtQ~, D.C. 2~~~3-2~Q2 
(202) ~4~-~~~~ 
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lacebo controlled Phase 1x1 tria 

GLiadel was made availa le to 349 

atients with recurrent malignant gfioma under a 

treatment protocol. during the ~~~ review and 

roval process. This rings the total number of 

patients enrc3 recurrent ~al~g~a~t lioma 

to 632. 

We ave also compPeted three clinicaX 

trials wit a total e~~o~l~e~t of 294 atients wit 

2ewl diagnose ali ant 

22- atie~t ~~~ti~e~te~ open bagel P trial 8 

study QP90, a 32- ~a~du~i~ed~ 

~~~bl placebo-controlled Phase II trial, 

an study T-3 atient mu1 

randomize cub1 ~-co~trulled Phase 

III trial, e tatal ber of all atients 

enrolle in tbes inical trials and t 

rotocol. in t recurrent urgers 

new1 ed center is 926. 

ince ~~~eiv~~ pruval in t 

Jli 1 receive rovals i 

nd i 23 ~~~~~~ie~ atients 

recurrent sur is ~~ter~~~~ 

will present the resu -patient 



trial, T-301, supporting the proposed new 

indication for Gliadel wafer to include the 

treatment of patients with newly diagnosed 

~a~ig~a~t glioma. 

The 0190 study was determined DA TV 

have many of the features of an adequate and we1 

controlled trial, but was not deemed large e~~~g~ 

2x2 support the labelin y diagnosed 

patients at t e time of our ori 

Study T-3 1 was con ucted in res 

,o FD 9 request ade at the ti e of the initial 

rovaf for naiades for a large Phase III trial, 

i the initia surger etting. e believe stu 

3190 rovides 5u vidence or ~~~~~~si~~s 

h-awn from the 

ew ~~d~cat~~~ far GJiadel 

Jafer is se as a treatment to s~g~~fi~a~t~y 

xzmlon and aintai 1 f~~~t~o 5 eas~~e 

r~se~vati e~f~~~a~ce status and 

1euro ical. ~~ct~o~ in atie~ts wit 

d/or ~ec~~~e~t s-trrgieal 
* 

resection. 

Qur entation will. i~~~~de a clinicaf 

overview of ma ignant glio 

a~~~to~, essor and 

, INC. 
735 8th street, S.E. 

~a~~~~gto~, D.C. 2~~~~-2~~2 
~2~2~ 546-6666 
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airman of the department of ~e~~~s~rgery at the 

~~~vers~ty of Arizona Sc edicine, Dr. ana 

il.t, vice president of clinical research at 

Guilford ~har~a~eutica~s will review the results of 

the previous Phase II trial of Gliadel, wafer in 

urinary ~a~~g~a~t lioma and present t e design of 

-30.X triaL Dr. Steven Piantadosi, 

professor and director of oncology biostatistics at 

kins University Sc icine 

wifl. review the statistical analytical met 

e stat~sti~a issues that have been raised. r. 

t will then campI.ete the resentation with 

a ~~~a~y of the efficacy a d safety results from 

ISI 

Invited guest enry rem, 

vey Cashing professor 0 neurosurgery and 

cology, chairman, de artiest 0 ~e~~os~rgery~ 

kins ~~v~rsity Schoo ~edi~~~e; or. 

Henr ireetcm, neuro- 

chool of edicine; an 

r. facet ittes, the resident 0 Statistics 

itiona tiv fro uilford 

includin r. Crai ief executive officer, 

Dr. Ina associate irector iostatistics, 
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Dr. Valerie Riddle, VP, medical affairs, an 

Francesea Cook, VP, policy and rei~b~rse~e~t 

services. 

At the end of our presentation Dr. Hilt 

wi13, be happy tcr take any questions or refer them 

r presenters or uilford's invited uests, I 

#ouLd like to introduce our first s ea]cer, Dr. 

FSLllan amilton, rofessor and chairman, 

elf neurosurgery, rsity of Arizona choo2, of 

Jledicine. Dr, ilton? 

DR. Thank you. JQTI leased to 

3e ere and to present an overview of rimary 

nalignant glioma and its treatment. There are 

atients ~ag~osed an 

9it lness and t e majority, appr~~i~ate~y 

nt of these patients ave liablasto 

ignant Kiowa have 

3 ver 00r ~~g~usis an ately 23, 

tients die fro year. 

atients present wit e ache, 

seizure, or a new ic deficit. he average 

age of onset is 55 to 6 -years-old. The initia 

ade after 

study such as a C or an MRI. e surgeon 

n ave hig index icion that the ~tie~t 

~I~~~R R~~~R~~~~ ~U~~~~ I 
735 8th street, S.E. 

a~~~~gto~~ .G. 2~~~3-2~~2 
(202) ~46-6666 



has high grade malignant glioma, t e tentative 

diagnosis of malignant glioma cannot be confirmed 

until pathologic examination has been completed. 

At the time of initial craniotomy for 

iopsy and resection a provisional at~~~~g~c 

nasis is made based an the i trao~erative 

tissue sample t e neuropat ologist examines by 

frozen tissue section of squash rep. This allows 

~lug~st to in orn the s~rgeu~ that the 

patient ~i~~~y has a naLi 

histological ~~ag~~s~s cannot e rendered until. t 

fina ~atholugic ass~ss~~~~ 

ffhic requires fixed tissue examination. 

I"herefore, the ~e~r~s~~g~Q~ roceeds with a 

?~~vis~~~a ~iag~usis in t e ~~~r~t~~ rQQ~ * 

he treatment that we can offer these 

patients is ~~~~t~~ an r~~~ri~y al-liative zLn 

stanzas rimary s~~~i~~~ 

ection fQlluwe~ ~Q~~lete 

~~se~tio~ of I however, 

~~~~~a~~ ue to the ~~f~~tr~tiv~ n 

ercent ors recur 

lacall within a two c of the ori 

resecztion site, mostly likely fram local t~~~~ 

nests of tu 1s that caul, not e resecte 

~~~~ER RE~UR~~~~ C~~~~Y, XNC. 
8th Street, S-E. 

tun, D*C* 2~~~3-2~~2 
(2021 546-6666 



Radiation therapy after surgery is 

designe to treat t aining unresecte tumar c 

Some physicians also use systemic chemotherapy with 

carmustine, or ~~~~, as the most widely studied 

agent. otherapeutic regimens corn 

use include PCV, such as ro~armuzine~ ~~mustine~ 

an v~ncr~stine, and tem~z~~ami~e, aJthou 

ies have not been conclusively shown to 

increase survival in tients wit GBM in 

ized ~ontr~~~e~ ~~i~~ca~ trial. 

The standard treatment rQ~uces a odest 

zAinica1 enefit for pati 

the most malignant form of this 

lisease. e rne~~a~ survival wi ery alone i 

four mont wit ical. rese~tiQn followe Y 

~a~i~t~era y there's a sig~if~~a~t im 

he 

odest b 

~~crern~~t~~ ~m~rovern~~t in survival. of 

ately of one- alf to one th. 

Xn a recent lar e, ~a~~orn~~e 

RC! centers i the nite 

2nd colleag 

em~thera~y when added to surgery and ra 

in the treatments of patients w5X big grade 
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malignant glioma. Sixty-hundred-seventy-four 

patients were enrolled and randomized to either 

surgery and radiotherapy, or surgery, radiotherapy 

and PCV combination chemuth~ra~y. The treatment 

gruu~s were well ba.l.anced for t rognostic 

factor fecting survival, and 76 ercent 0 the 

patients enroZJed ad a GE3 tumor istology. 

The median survival for the RT grou 

alone grou was 9.5 ~u~ths versus t months, 

32 alf a month di for the sur 

~~n~~ud~d that PCV chemotherapy 

enefit in t is trial., 

stud oints out t el expected me 

survivaX time of a onths in a 

atients with h rade mali 

ian surv~va~ time of ine -a- 

half to 10 mont s contrast to t e figure cited in 

reefing IL.3 rno~t~s 

atients fro inota, The 5 eta 

ta ~~~r~se~ts a ical case series of only 

le instituti~ s in Japa 

opulation 

in the T-3 y is unclear. 
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In summary, the expected standard thera 

or rna~~g~ant glioma are palZiative in nature. 

Advances in the treatment of this disease have been 

in smaU i~~rem~~ts. Clearly, additional 

treatments are needed for these patients to 

increase their survival. 

ere are several r~gn~stic factors ich 

bfluence survival in patients with rna~~g~a~t 

glioma. ese intrude age, Karnofs 

status, an tumor ~~st~~o~y wit 

~~~ti~~~rne havin 

an atient ith a 

orma~~e score 0 70 or ess ave a worse 

rs such as t xtent of 

resection a the size 

e i~v~sti ators to inf 

~~~V~V~l* these actors are not 

~niversall d as signi icant prognostic 

is active a ainst maxi lioma 

zells both in vitro in viva. awever, t 

imitations 0 U treatment include 

Eacl: hat u is rapi e sys~~rn~~ 

circulation with a -life of about 1 rn~~~t~s. 

Isis short half- e exposure of t 
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tumor cells to BCNU. BCNU dosing is also limited 

by systemic toxicities, whit can be severe and can 

include one marrow s~p~ressiu~ and pulmonary 

fibrosis. 

he Cl,,iadel wafer is a biodegradable 

polymer matrix contai BCN is released 

fro the wafer in a contr manner, 

residual tumor cell-s to igh Local concentrations 
* 

3 U for two tu three weeks. e a~~~i~at~o~ of 

el wafer to the resection surface in t 

orairt after resee 

~ir~~mv~nts Mary of t itations of systemic 

ost important it circumvents t 

stemic toxicities 0 

I ortant~y also, the cE.nical, use of 

r does not re nY a 

tient receive primary 

icaZ resection for. 

Gliadel. wa Ly ~rn~~ante 

at the ~o~~~~s~on f the sur ical resection 

do not re uire any specific 

~ddit~o~a~ sur 

T"m ow you a video loo here in 

t o~erat~~g room, Ycmfll see the tumor Corning 

3ut. Her fs the tumor vity and the last 
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remnants of tumor being removed. Ow you can see 

the implants of t e GliadeZ wafer, You can see 

at this is mechanically very easy, and from 

technical oint of view and also from a ti 

of view in the 0 crating room, really requires no 

additio~a~ effort or ti 

Gliadel, wafer has een shown to e safe 

an prokxkg survival. in the setting of recurrent 

lastoma muLtifor 

infas a risk red~cti f 43 

placebo. is effect was statistically 

is study led to the present 

~n~ic~ti~~s for GZiadeZ. wafer use. 

The 8802 stud was conducted i atients 

with recurrent lioma. T rimary 

oint of t s sib-month mort 

11 ~ati~~ts enroX ee on this 

the tients in t Made1 

arm were sti months ca ith 

only 47 ercent in t -value 

rimar analysis i ere were onl 

77 nts with torn types 0th r than GE; 

only 31. ha lastic astro~ytoma, the second OS”G 

mun tumor type. ower of t 

to elect 2x4 efEect 5.22 at~ents wit tumors other 
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~~s~i~~~Q~~ D.C. 2~~~3-2~~2 
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than GEM was extremely law. 

A single previous Phase 1x1 study, the 

190 study, has e&n performed in patients with 

primary rna~ig~a~t glio The 0190 trial was a 32- 

patient trial conducted in Norway and Finlan 

After surgical resection of the rimary lioma, 16 

atients were treate wit o wafers and 16 

patients were treated with eJ wafers. All 

patients then went on to receive ra 

r re was a s~g~ifi~a ase in me ian survival 

i e naiades wafer treatment rou it a risk 

uction of 63 percent. 

The cl-inical. experience to date wit 

fU.adeI. wa er is signi. 

ts have been treate wit Gliade wafers, 

naiades is 

e surgeon to post-o management of cerebral 

ema with ~orti~osteroids~ a waterti 

@crease t of cerebral 

the use Q 

educations. 

Post - erative use of corticzo 

anti-conv s well ecurin of a 

ural, closure are a-T1 sta~dar 

in this atient population regardless of 
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wafer use. A package insert for Gliadel calls 

attention to the importance of these steps to 

reduce the probability of obtaining any adverse 

The ratianaZe for the resent T-JUJ Phase 

111 study is to confirm the safety and fficacy 

results from the smafler 0290 stu 

5efine the safety pro ife of Gliadel wafer in the 

primary glioma ~~~~i~al setting, an finally, to 

fne the extent of clinical enefit on various 

endpoi~ts~ 

performance score, ne~roperforma~~e measures, and 

time to disease progression. 

'd now ike to introduce ilt 

b4Rho ill review t 

trial in ore detail nd t go on to present the 

n of the T-3 I Phase 111 trial. 

* XLT: ami~ton. 

TWO hase 11 trials of afer in 

Frim alignant ~i~rna have een ~o~d~~ted to 

jlate. -301 

like to review the re ults of t 

trial. 

The 0190 trial as conducte our 

zenters in ~~~la~ and orway m atients wit 
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rimar malignant glioma underwent surgical 

resection and insertion of either placebo or 

G1iade.l wafers followed by radiotherapy. The pre- 

specified primary efficacy endpoints in this trial 

were 12-mont and 24-mu~th survival. Shown ere I 

the baseline characteristics of patients enroll 

in the trial in the two treatment groups -- t 

were 16 patients per treatment grou 

Characteristics of t atients ere well- 

Dalanced as far as age and edian mini-mental 

status score. ut the arnofsky erformance 

$I..acebo group was healthier, 

nedian ~a~~~~s~y score of 90 versus 75 in the 

XlAade wafer tr~atme hown here. ow a 

r~ofs~y score of 9 indicates near norm 

~~n~t~~n~ an ar~ofs score of 75 indicat 

~creased level of unction althou 

Fatient does maintain some leve 

Eunctionin 

there were ore patients wit 

3umor ~~st~lo~y in the lacebo z-cm vers the 

ZK..adel. own here. 

~og~ost~~ fact arno Y erf ante 

xxme favors the place roup bile tumor 

nisto y favors the Therefore, Q 
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bust account fur the imbalance in both of t 

actmx3, not just one factor, when estimating the 

treatment effect of Gliadel in this study. 

Shown here, the GLiadel wafer treatment 

raduced a significant survival enefit in overal 

survival c The edial survival.. ti 

is 13.4 quotas versus 9.2 ~~~t~s i 

o wafer treated atients with a risk 

~ed~~t~~~ of 63 percent as show Mow in 

order to account for t e ~~bala~~e in the tumor 

DA statistical review of t 

zrvaluated the treatment effect o afer i 

the s~bg~~~~ of G N patients and found a -value 0 

. 2. 

e of analysis, cbwever I Olil. 

or one rognclstfc factor: 

tuner histo he cme carries out the safe 

amounts e 

an arnofsky score, e treatment e et remains 

tistical.l. nificant at 

oint an in Over- survival I 

Therefore, the ~~~~1US~U~S fro 

initial Phase 111 019 efficac trial, of t 

X.iade2. wafer in c~~j~~~t~o~ wit 

~~t~e~a~y prolo atients ith 
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